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DETAILED ACTION 



1. Applicant's amendment, received 7-24-00 (Paper No. 8), is acknowledged. 

2. Claims 1-24 are pending. 

Claims 9-1 2 stand withdrawn from further consideration by the examiner, 37 C.F.R. § 1 .142(b) as 
being drawn to a nonelected invention. 

Claims 1-8 and 13-24 are under examination. 

3. Applicant's species election of SEQ ID N0:6 as the specific binding element is traversed based on the 
fact that the specific binding elements of SEQ ID NOs:2-6, from SEQ ID N0:2 to 6, are progressively 
smaller polypeptides each containing the common 9 amino acid sequence of SEQ ID N0:6. Applicant's 
argue that SEQ ID NO: 2-5 would fall within the "comprising" language of SEQ ID N0:6 and should 
therefore not be restricted into species. 

Examiner notes Applicant's argument that the peptides also possess a common function, binding to the 
CCK A receptor. However, the peptides possess different structures and at least two have different 
functional properties, as noted by Kreis et al {Neuroscience Letters 230{2):89-92). Consequently a search 
of one peptide may be overlapping but is not necessarily co-extensive with a search of the other. The 
restriction requirement is therefore still deemed proper and is made Final. 

4. Claims 1-8 and 13-24 stand rejected. 

5. Applicant's arguments, filed 7/24/00 (Paper No.8 ), have been fully considered but are not found 
convincing for the reasons of record set forth in Paper No. 7. 

6. The following is a quotation of 35 U.S.C. § 103 which forms the basis for all obviousness rejections set 
forth in this Office action: 

"A patent may not be obtained though the invention is not identically disclosed or described as set forth in section 102 of this 
title, if the differences between the subject matter sought to be patented and the prior art are such that the subject matter as a 
whole would have been obvious at the time the invention was made to a person having ordinary skill in the art to which said 
subject matter pertains. Patentability shall not be negatived by the manner in which the invention was made." 
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Art Unit 1644 ^^9®-^ 

Claims 1-8 and 13-24 stand rejected under 35 U.S.C. § 103(a) as being unpatentable over Foster et al 
(WO 9633273, 1996) in view of Gaisano et al. (J. Biol. Chem. 269(25): 17062-1 7066, 1994) and Scheele et 
al. (Gafroenfero/osfy92(2):345-353, 1987) and further in viewof DangI etal. (EMBOJ. 7(7):1989-94. 1988), 
all of record for the reason set forth in Paper No. 7. 

A. Applicant's argue that Foster et al. disclose the use of a neural cell-specific chimeric therapeutic 
polypeptide in which the specificity of the C-terminal region of a clostridial neurotoxin is altered to change 
specificity from one neural cell type to another. Applicant's argue that the function of neural cells, 
particularly with regard to the mechanisms and microenvironment of exocytosis, would be similar between 
neural cells but would not suggest the use of such a chimeric therapeutic polypeptide in other cell types, 
notably pancreatic cells. 

Applicant's further argue that Gaisano et al. use the tetanus toxin light chain to cleave a subpopulation 
of the VAMP-2 protein found in pancreatic acinar cell zymogen granule membrane fractions in vitro by first 
permeabilizing the acinar cells with streptolysin 0. Applicant's argue that Gaisano et al. mention two other 
studies that failed to find toxin-sensitive isoforms of the VAMP proteins in pancreatic acinar cells and 
therefore teach away from the claimed invention. 

Finally, Applicant's argue that Scheele et al. only teach the impact of the secretagogues caerulein and 
carbamylcholine on zymogen granule exocytosis in pancreatic acinar cells which would only suggest a 
therapeutic approach involving competitors of these secretagogues to block zymogen granule exocytosis 
not the claimed composition. 

B. However, the Examiner notes that Foster et al. teach the claimed composition, absent the 
immunoglobulin hinge region linker (DangI et al.) comprising a binding element to a neuronal cell surface 
/77a/;fcef (C-temiinal half of the clostridial neurotoxin heavy chain), a translocation element (N-terminal half 
of the clostridial neurotoxin heavy chain), and a therapeutic element (clostridial neurotoxin light chain) 
capable of cleaving one of the SNARE proteins, synaptobrevin, syntaxin or SNAP-25 which will inhibit 
vesicle exocytosis and secretion, and a spacer moiety separating the binding element and the translocation 
element. Foster et al. do not teach targeting a receptor on a pancreatic cell. However, Foster et al. 
replaced the binding element (or targeting moiety) of the composition with a binding element that targets a 
different cell type, albeit still a neuronal cell type. Foster et al. note that the binding element (targeting 
moiety) provides specificity for the neuron and can comprise one of many cell binding molecules such as 
antibodies, lectins and ligands to the receptors for hormones, cytokines, growth factors or neuropeptides 
which binds to a binding site which undergoes retrograde transport (see page 13, lines 9-17). 
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7 No claim is allowed. 

, ™sACT10N,S«APEP,HA. Ap.«...i.edo,.ee.ens.no,.n..i-.asse.,o.in. 
CFR 1.136(a). 
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